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Decidual natural killer (dNK) cells play a crucial role in sup-
porting pregnancy by fostering immune tolerance and pro-
moting vascular remodeling. Lockwood et al (Am J Pathol
2013, 183:841e856) studied decidua at the implantation site
to better understand the role of dNKs in preeclampsia.
Deciduae from women with preeclampsia displayed signiﬁ-
cantly lower dNK cell numbers and higher IFN-geinduced
protein 10 (IP-10) levels versus gestational age-matched
controls. IP-10 was also elevated in ﬁrst trimester sera from
women who eventually developed preeclampsia, suggesting
a potential prognostic role for IP-10.
TWEAK Promotes Osteoclastogenesis
Osteoclasts, regulated by receptor activator of NF-kB
ligand (RANKL), are implicated in bone destruction in
rheumatoid arthritis (RA). Park et al (Am J Pathol 2013,
183:857e867) examined the osteoclastogenic impact of
TNF-like weak inducer of apoptosis (TWEAK) in RA
patients and in two mouse models of RA. TWEAK was
highly expressed in the synovium, serum, and synovial
ﬂuid of RA patients and in the synovium of the mouse
models. Osteoclast precursor cells contained functional
TWEAK receptor Fn14, and TWEAK had osteoclasto-
genic potential in both mice and humans. A novel therapy
targeting TWEAK may be effective in preventing bone
destruction in RA patients.
Managing Bacterial Superinfection after
Inﬂuenza
Inﬂuenza predisposes patients to secondary bacterial
superinfection, resulting in hospitalizations and mortality.
Using a murine model of inﬂuenza and pneumococcal
superinfection, Damjanovic et al (Am J Pathol 2013,
183:868e880) investigated the mechanisms of severe
lung immunopathology and the intervention strategies
for effective improvement of clinical outcomes. ClinicalCopyright ª 2013 American Society for Investigative Pathology.
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efﬁciently improved by controlling both bacterial infection
and aberrant host immune responses through simultaneous
use of antibiotic and corticosteroid. These ﬁndings hold
promise for management of inﬂuenza-associated bacterial
superinfection.Understanding Fungal Meningitis after Steroid
Injection
The massive September 2012 fungal meningitis outbreak in
patients due to steroid contaminated with Exserohilum
rostratum caused 63 deaths by August 5, 2013. Ritter et al
(Am J Pathol 2013, 183:881e892) examined tissues from
40 laboratory-conﬁrmed cases to characterize the pathology,
investigate infection pathogenesis, and evaluate methods for
Exserohilum detection in ﬁxed tissues. Pathogenesis for
meningitis appeared to involve fungal penetration into the
cerebrospinal ﬂuid at the injection site, with transport
through cerebrospinal ﬂuid to the basal cisterns and subse-
quent invasion of the basilar arteries. Further studies will
characterize the role of host factors and steroid on disease
pathogenesis.Preventing Retinal Vascular Leakage and
Blindness in Diabetes
Insulin therapies for control of diabetes cannot prevent, and
may actually worsen, the long-term retinal complication of
diabetic macular edema, which can result in vision loss.
Sugimoto et al (Am J Pathol 2013, 183:987e995) used
a diabetic mouse model to evaluate the paradoxical effects
of insulin on the retinal vasculature. Insulin-induced vas-
cular leakage was mediated by betacellulin and ADAM10
via the epidermal growth factor (EGF) receptor, and treat-
ment with EGF receptor inhibitors reduced retinal vascular
leakage in insulin-treated diabetic mice. Thus, targeting EGF
signaling and/or ADAM10 may be useful in combination
with insulin to prevent macular edema.
